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EXAMINER'S AMENDMENT 

I An Examiner's Amendment to the record appears below. Should the changes and/or 

additions be unacceptable to applicant, an amendment may be filed as provided by 37 C.F.R. 
§ 1.312. To ensure consideration of such an amendment, it MUST be submitted no later than the 
5 payment of the Issue Fee. Authorization for this Examiner's Amendment was given in telephone 
interviews with Anne Collins on 11 and 17 June 1999. 

In the specification: 

Page 6, line 25, following "Collection," insert: 

1/ 10801 University Boulevard, Manassas, VA 20110-2209 - . 



10 Page 29, lines 6-7: 

I following the sequence of 'Peptide V insert - (SEQ ID NO: 1) - 

I following the sequence of 'Peptide IF insert - (SEQ ID NO: 2) 

\ following the sequence of 'Peptide IIF insert - (SEQ ID NO: 3) 

[ following the sequence of 'Peptide IV insert - (SEQ ID NO: 4) 

15 Claim 32, at the end of indent "a," replace "or" with - and - . 
!' Rewrite claims 38 and 39: 

i 

A method of modulating the effects of TGF-(3 in a 
mammal, comprising administering to the mammal a polypeptide 
comprising the extracellular domain of a mammalian TGF-p type III 
20 receptor wherein the mammalian receptor has an amino acid 
sequence selected from the group consisting of: 

a) the amino acid sequence of the TGF-p type III receptor 
P protein of SEQ ID NO: 6 [or] and 

b) the amino acid sequence encoded by a mammalian DNA which 
25 hybridizes to the complement of SEQ ID NO: 5 under high 

stringency conditions, 
wherein the polypeptide specifically binds to TGF-B under 
conditions appropriate for the binding of the TGF-B type III 
receptor to TGF-B, and 



/ 
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wherein the polypeptide- is administered to the mammal in 
sufficient quantity to alter the level of TGF-p binding to 
endogenous TGF-(3 type II receptors, type III receptors, or both. 

I I 1 

A method of modulating the effects of TGF-p in a 
mammal, comprising administering to the mammal a polypeptide 
comprising the extracellular domain of a mammalian TGF-p type III 
receptor wherein the mammalian receptor has an amino acid 
sequence encoded by : 

a) the cDNA insert contained in the plasmid deposited under 
10 ATCC accession number 75127 or 

b) a cDNA molecule which hybridizes under high stringency 
conditions with the complement of the coding sequence of the 
cDNA insert of (a) , 

wherein the polypeptide specifically binds to TGF-|3 under 
15 conditions appropriate for the binding of the TGF-|3 type III 
receptor to TGF-B, and 

wherein the polypeptide is administered to the mammal in 
sufficient quantity to alter the level of TGF-p binding to 
endogenous TGF-p type II receptors, type III receptors, or both. 



20 Claim 40, at the end of indent "a," replace "or" with - and - . 

Claim 41, indent "b," following "hybridizes," insert - under high stringency conditions 
Add new claims 46-49: 

J&X^ A method of modulating the effects of TGF-(3 in a 

mammal, comprising administering to the mammal a preparation 
25 consisting essentially of TGF-p and a polypeptide comprising the 
extracellular domain of a mammalian TGF-p type III receptor, 
p wherein the mammalian receptor has an amino acid sequence 

selected from the group consisting of: 

a) the amino acid sequence of the TGF-p type III receptor 
30 protein of SEQ ID NO: 6 and 



-3 



• 



Serial No. 09/183,543 Art Unit 1646 (Formerly 1812) 

b) the amino acid sequence encoded by a mammalian DNA which 
hybridizes to the complement of SEQ ID NO: 5 under high 
stringency conditions, and 
wherein the polypeptide is administered to the mammal in 
5 sufficient quantity to alter the level of TGF-(3 binding to 

endogenous TGF-[3 type II receptors, type III receptors, or both. 

ig 1 7 

^f.* A method according to claim jl*6, wherein the 

mammalian TGF-(3 type III receptor protein has the amino acid 
sequence set forth in SEQ ID NO: 6. 

10 A method of modulating the effects of TGF-p in a 

mammal, comprising administering to the mammal a preparation 
consisting essentially of TGF-(3 and a polypeptide comprising the 
extracellular domain of a mammalian TGF-3 type III receptor, 
wherein the mammalian receptor has an amino acid sequence encoded 
15 by: 

a) the cDNA insert contained in the plasmid deposited under 
ATCC accession number 75127 or 

b) a cDNA molecule which hybridizes under high stringency 
conditions with the complement of the coding sequence of the 

20 cDNA insert of (a), and 

wherein the polypeptide is administered to the mammal in 
sufficient quantity to alter the level of TGF-p binding to 
endogenous TGF-f3 type II receptors, type III receptors, or both. 

A method according to claim fy$ t wherein the 
25 mammalian TGF-(3 type III receptor protein has the amino acid - 
sequence encoded by the cDNA insert contained in the plasmid 
deposited under ATCC accession number 75127. 




REASONS FOR ALLOWANCE 

30 The following is an Examiner's Statement of Reasons for Allowance. Any comments 

considered necessary by applicant must be submitted no later than the payment of the Issue Fee 
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and, to avoid processing delays, should preferably accompany the Issue Fee. Such submissions 
should be clearly labeled "Comments on Statement of Reasons for Allowance." 

By the above amendment, claims 38 and 39 are amended to adopt the binding limitation 
of claims 40 and 41. Claims 39 and 41 are amended to restore an inadvertently omitted 
requirement for high stringency hybridization, and informalities in the Markush structure of claims 
38 and 40 are rectified. Claims 46-49, support for which is found in at least original claim 30, 
are added. 

Claims 31-37 are to methods employing materials essentially corresponding to allowed 
composition claims in parent application serial no. 08/311,703. The instant claims employ a 
limitation requiring hybridization under "high stringency" conditions rather than the "stringency 
conditions sufficient to specifically identify said cDNA in said library." Although "high 
stringency" is not expressly defined in the present specification, it is a term of art which conveys 
a generally understood range of physical conditions and selectivity. High stringency hybridization 
is exemplified in the disclosure for the specific identification of TGF-p type III receptor clones 
in a rat fibroblast cDNA library using a partial cDNA (R3-OF); see the specification at the 
paragraph bridging pages 25-26. 

In the disclosure statement filed 28 January 1999, applicant has cited all of the references 
cited by applicant and the PTO during the prosecution of the 703 application. The instant claims 
patentably define over the prior art of record in this and the '703 application at least for the same 
reasons as do the claims in that application. In re Ochiai, 71 F.3d 1565, 37 U.S.P.Q.2d 1127 
(Fed. Cir. 1995). In particular, the instant claims require compositions "consisting essentially of 
the recited TGF-p type III receptor polypeptides. This limitation in the claims of the '703 
application was considered by the PTO to require a degree of purity which patentably distinguishes 
over the soluble type III receptor preparations known in the art at the time of the invention. New 
claims 46-49 employ the same "consisting essentially of" limitation and likewise define over the 
prior art. 

Claims 38-45 are patentable over the prior art by virtue of the requirement that the receptor 
polypeptides specifically bind to* TGF-p under appropriate conditions. The soluble betaglycan 
(= type III receptor) proteins known in the prior art could only be detected as covalent or 
noncovalent complexes with radiolabeled TGF-P . See, e.g. , Andres et al. (J. Cell Biol. , 1989), 
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of record. Because the TGF-P binding site is already occupied, such a complex is no longer 
capable of binding to (additional) TGF-P . The prior art thus did not teach how to make a fraction 
containing a soluble polypeptide retaining the capacity to bind to TGF-P , as required by the 
claims. 

5 The examiner has construed the recited "mammalian receptor protein" and "mammalian 

DNA" to refer to native-sequence products obtainable from primary or secondary mammalian 
sources, e.g., tissue samples, cultured cells, DNA libraries, and so forth. In a telephone 
conversation on 14 June 1999, applicant's representative, Anne Collins, confirmed that this 
construction conforms to applicant's intentions. The examiner notes that all of the claims are cast 

io with respect to reference DNAs or proteins, but none requires any product made by a recited 
process involving the reference materials. 

In various preliminary submissions, applicant has rectified errors and informalities in the 
same manner as was employed in, e.g. , the immediate parent application, serial no. 08/446,939. 
The examiner notes particularly that the correction of the type II receptor sequences is supported 

15 by the deposit of clone 3FF and the declaration evidence provided in the submission filed 14 
December 1998 (Paper No. 5). 

s 

Any inquiry concerning this communication should be directed to David Fitzgerald, who 
can be reached by any of the following means: 
20 Telephone (703) 308-3934 

Fax 

All formal papers (703) 308-4242 

Informal communications (703) 308-0294 

e-mail (note PTO policies below) david.fitzgerald@uspto.gov 

25 Inquiries of a general nature should be directed to the Technology Center 1 receptionists 

at (703) 308-0196. 



David L. Fitzgerald 
30 Primary Examiner 

21 June 1999 Art Unit 1646 
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The best time to reach Examiner Fitzgerald is from 9 a.m. to 4 p.m. (Eastern). If he cannot take a 
call, a message may be left on his voicemail. Should attempts to reach him be unsuccessful, the acting 
supervisor for this Art Unit, Paula Hutzell, may be reached at (703) 308-4310. 

Most official papers and all informal communications may be submitted to the PTO by fax. For 

specific policies, refer to 37 C.F.R. § 1.6 and the notice published at 1096 O.G. 30. To facilitate their 
receipt and handling, please — 

* Call the examiner when you send an urgent communication. 

* Do not send a duplicate copy by mail or courier. 

Any Internet e-mail communications will be made of record in the application file. PTO employees 
cannot engage in Internet communications where there exists a possibility that sensitive information could 
be identified or exchanged unless the record includes a properly signed express waiver of the 
confidentiality requirements of 35 U.S.C. § 122: This policy is more fully set forth in the Interim 
Internet Usage Policy published in the PTO's Official Gazette on 25 February 1997 at 1195 O.G. 89. 



